The effect of aldosterone antagonist in experimental nephropathy induced by cyclosporine A.
This study evaluated the effect of spironolactone in the renal function alterations induced by cyclosporine A (CsA) in rats. Male Wistar rats fed with an unrestricted sodium diet received CsA 15 mg/kg/day or CsA at the same dosage plus 20 mg/kg/day of spironolactone. Another group received only saline. The animals that had proteinuria > 50 mg/24h or serum creatinine > 1.0 mg% were excluded, and after five weeks, the remaining rats were analyzed again for these parameters. At the end of the fifth week, these animals were also sacrificed, and their kidneys were analyzed histologically. The animals that received CsA isolated or in association with spironolactone presented increase in serum creatinine. However, the comparison of the relative variation [Delta% = ([final - initial] / initial) x 100] of the serum creatinine concentrations in the beginning and at the end of the experiment among the animal groups showed a significant increase in the CsA group compared with the saline group (44.17 +/- 30.7% vs. -6.19 +/- 14.5%; p = 0.005), whereas there was no difference between the CsA + spironolactone and the saline group. In all of the animal groups, the values of 24-hour proteinuria were similar at the end of the experiment, and no renal histological alterations were observed. This experimental model of nephrotoxicity by CsA in rats without salt restriction in the diet showed that CsA reduced the glomerular filtration and suggested that the blockage of aldosterone receptors prevented, at least partially, the reduction in renal function induced by CsA.